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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of 



UHLMANNetal. 



Atty. DM. 3035-101 



Serial No.: 10/823,784 



Examiner: n/a 



Filed: April 14, 2004 



Group Art Unit: 1645 



For: METHOD OF DETECTING EPIGENETIC BIOMARKERS BY QUANTITATIVE 
METHYLSNP ANALYSIS 



Att Special Program Examiner of TC 1600 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Dear Sir: 

Applicants submit herewith their petition to accord special status to the subject 
application on the grounds that the invention contributes to the diagnosis and/or 
prevention of cancer (MPEP §708.02 (X)). The fee under 37 CFR §1. 17(h) Is submitted 
herewith. 



01/12/2886 T10111 88888688 18623784 



PETITION TO MAKE SPECIAL UNDER 37 CFR 5 1.102 



81 FC:1464 



138.88 OP 
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STATEMENT EXPLAINING THE PRESENT INVENTION'S CONTRIBUTION TO THE 

DIAGNOSIS/PREVENTION OF CANCER 

Genera/ 

Methylation of nucleotides is a key element of eplgenetic control of genomic 
information in mammals. As explained in the background section of the disclosure, 
aberrant DNA methylation Is often associated with tumorgenesis. The invention is 
directed at the detection of the methylation status of nucleotides, such as CpG 
dinucleotides, and the diagnosis of cancer or a predisposition therefore via such 
detection. In many embodiments, the method is highly accurate, rapid, quantitative 
and/or when, e.g., the method is performed with samples derived from certain body 
fluids {serum, urine etc.), non-invasive. The methods of the present Invention take 
advantage of the fact that certain agents, such as bisulfrtes, may create single 
nucleotide polymorphisms (SNPs) in a nucleic acid molecule, which allows, after 
amplification and sequencing of the amplification product, determination of whether or 
not a methylation existed at a predetermined position of the original nucleic acid 
molecule. This methylation in turn may be indicative of cancer or a predisposition 
therefore. An "application note" that was published In the October 2005 edition of 
"Nature Method/ which is instructive in the context of the present invention, is 
enclosed. 

The claims 

The claims are directed at detecting the methylation status of nucleotides and using 
such detection, e.g., for the diagnosis of cancer. Even where the claims do not directly 
refer to the diagnosis of cancer, they mostly cover methods that allow such a diagnosis. 
Claims that specifically refer to the diagnosis of cancer are, and were at the time of 
filing, part of the application. 

Claim 12, as originally filed is directed at a method for the diagnosis of a pathological 
condition comprising detection of the methylation status of a nucleotide at a 

Serial No.: 10/623,784 
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predetermined position In a nucleic acid molecule. The methylation status of the 
nucleotide is indicative of a pathological condition. This pathological condition is 
Identified In claim 13 as, among others, cancer. In claim 14, the cancer is said to be a 
primary tumor, a metastasis or a residual tumor. Finally, claims 15 and 16, specify the 
primary tumor to be glioma (claim 15), In particular an astrocytoma, oligodendroglioma, 
an oligoastrocytoma, a glioblastoma, a pilocytic astrocytoma (claim 16). 

The fee under 37 CFR §1 .17(h) is submitted herewith. However, the 
Commissioner is authorized to charge deposit account no. 50-3135 as required for 
consideration of this submission. 

The Special Program's Examiner of TC 1800 reviewing this petition is urged to 
call the undersigned at the telephone number provided below for any questions that 
might arise during the consideration of this petition. 



Respectfully submitted, 




Joyce von Natzmer 
'Attorney for Applicants 
Registration No. 48,120 
Hall, Vande Sande & Pequfgnot, LLP 
10220 River Road, Suite 200 
Potomac, MD 20815 
Telephone direct: (301) 657-1282 
Telephone main: (301) 983-2500 



January 11, 2006 
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Figure 1 1 Principle of analysis. Unmethylated C (red) end methylated C 
{greenjare differentiated by bttuirit* treatmentand KR. The ratio CTCat 

each CpG *ite (pfe»U In art n^e edumn) b rr*5«u*?d In sequence context 
C not followed by G actse? control for the bisvifte seep (blue column). 





Rgvire 3 1 Data output from analysis of seven Cp<5 sites In the p Z^** 1 
promote, Methylation levels in primary turrwr W) and metastatic 
|yrnphnodes(b)ln head and neck cancer. Data courtesy or a Krahe, 
MA Andtton Oncer C*nttr, 
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